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I (57) Abstract: [PROBLEMS] To provide a transdermal absorption preparation with little skin irritation whereby 4-(2-methyl- 1-im- 
idazolyl)-2,2-diphenylbutylamide (KRP-197), which is scarcely absorbed via the skin and has antagonism to bladder-selective mus- 
^< carine receptors M3 and Ml, can be continuously and efficiently absorbed into the body via the skin so that a sustained efficacy can be 
obtained while showing little side effects. [MEANS FOR SOLVING PROBLEMS] A transdermal absorption preparation is formed 
QO by flattening, drying or accumulating a composilion comprising KRP-197 and an external preparation base to give a transdermal 
VO absorption preparation of the pressure-sensitive single layer type or a transdermal absorption preparation of the reservoir type. Thus, 
^ a preparation being excellent in the skin permeation of KRP-197 and sustained absorption thereof into the body and showing little 
skin irritation can be provided. 

O 4- (2-*^ju-i->f s$r*/'J;u) -2, 2-v7i-;^f;i/75 K (krp-i 97) $ N ffiiSa^ft^M*^ 

/-s &®i>&MmMzm&?z>o krp-i 9 7 tnmmmm^uz>mf&®£. 



T 



THIS PAGE BLANK (usptu 



WO 2005/011683 1 ^ft^fjo^O^JL^ ^ 

lAP^^K^TO 31 JAN 2006 

w m m 

[oooi] *&wte. mmm&wj:M.x%v>&®ftM3Rx*Mi&ttftm&ft-rz>mm 

[0002] KRP-i97^m^^^v>-^m^M3RxfMi^mm^m^mM^m 
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[0005] wm p mmmtLx^K.hMnmtvxn, mtm^mM tt**!k as 
nm. &AM)t>*mfbti&o &ttmo&mtLx, wimt3Mft£ws>E.v5 

[0006] f&*©*awb«: n ^tummmm^T^^^Yvy^)^)—^ 

xA(Drug Delivery System) (DWLI&frb. ±^Ufc^ffl#J<^M£tt*£U d*o^3fe 
^#^J J ^ftS#^IJ^f^*^H5S^S4-v'^'5 p A (Transdermal Drug Delivery System 

frmnm£Vi>®^m&'Pte<xffi&z.t, ^h\^mm^m^tcw,-^mh^ 
mm**mx%zztm(DmM&^zi&*&&t%tttix\,^o 
[0007] ua>u fcffiiDsvj^—mmiz&v), Mi,xmw9v>feBtwtiL&yt^<s mm^m 
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Mmmm^^x^m^nit^^nm^tmmmwmommmmxh^mm 

[0008] ^tib<DmMzmfcTztctbim*&m>te£tix\,^ 0 bmsl^^ 
. ^ftxmw<Dmm*m\its^xfcm^<DmmttmmLzmto£^ttm. *#mm 
m<Dm ^unzm i ^xn^fttD-mmzmm vx& m^it^^m, %.m<D 

m$mm£tLiftmistix\, >«s 0 
[0009] r^s^i^^ «^•^^or^m^*5v^rtMs-^M»J^#^ 

■#k &femmmmffl<D&m\z.$o\,^x$:7£^ wm&. sw^ mrnvt. mum, bz 

[0010] ■ mm-m^m^wMti^xm^^^x^^^tiv^mm^m^-^ 
mz.%mmt\^x, um. mm, vmmm. mm, mmb&&m.u mm±± 

t>*Mijt^!ftt£^i!ii;^^ 

0&&#v^^i^#;te>;h,£o L#>U KRP-197<7^^ift§^iJ^<7)igffl 
[0011] #3193 «u ±3zliL7ti^H^?^:-r5/cJ6^^)-rfe«9, -?r(D g ittte-i^y^g:^ 

^f&fctin, ^(-krp-i97^ n ^mu^ &m&fi^?j)m&<&\*i^ m&ts-&z>^. 



WO 2005/011683 4 PCT/JP2004/011068 



[0012] *36 ±i£Uh g WSrJt^-r'<<«#«W*uytl&*, J**#!J^g:&#*£ 
[0013] f-fc, = V ^;L*btf , $&W%bn, _LxEUc g WSratfifei--<<«tt*4ftWUfc3fe*, 

[0014] i-)fet?*>,**Wf4, 

(2)^yygtMfei^\ 4-(2-y^vw-W^yy/W-2, 2-^y^/U:/ 
^t^k, ( + ) - (R) -2-[ « -[ 2- (^y^nbr/wr^y) ^/w] ^^yV/ul-p- 

>7UV*—)VW&W&, (S)-l-[2-(2, 3-^fcKn-5-^>0/77=-/^)3i^/l']-a 
, a-^^=/V-3-t p ay^^TirhT^K^:^7K^^^> (+)-(lS, 3'R)-=^^ 
r/U- 2, 3, 4-xh7tKn^y^/y^-2-^/^^r^— h 

VT-fe^— hifiK^. (±)-N-t-^f^-l-^f/l-3, 3-^7x^;vynt°;l/7^ 
yV^V-8-;£/l^^>l/-M^^ 

w^xv^&mmsffCMfiK 4-(2-y^/w-i— r^^yy/^)-2, 2-^7^=./^ 
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(9) mmRxi0mmm(D4-(2-^^-i-4^yv^)-2 f 2-^-7^^ 

(10) KmmmmK mmm^mmmm. mm&mm, mm. %<tm. mmm. 

(11) 4- (2-^^-/1— 1— <^V*V/V)-2, 2-i?7^/V^7-/UT^%m®if&ftkV. 

^mmmmRr^m^mm.mmmmmf^m-hfj:^t^mt-r^ (1) kib^js 

(12) 4-(2-^/w-i->r$yyy/w-2, 2-i?y^/^^-/^r^t^mMm^m 

(13) 4-(2-^M--l— f^^Vy/V)-2, 2-^^^/l-^/l-T^K^^ffl^JS^lJ^ 

m<ti-^yif-^-^cD (1 1) mm<Dm&m®.mMm'm$:MmmmftL 

(14) t}-mmmfflt)\ ^m^M^it^m. mm^m^it^m, mmm. mmm 
^*tvk mwim&mm.. mm'VdVkmm, r^-^m. T^^^k&mRx** 
frbtez>ffi£<omi-£tiz>mi!k. m ^2mM±&m^t>tth<Dx&zzk*>ftmt 
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8 ^K)l{IiJir/K^(DKRP-197^^ 

9 ^@ig$lJ^M 

10 ^W®ftUir/l-rt(DKRP-197^^(D^jt3gi©ti!¥Mffi^^ 

11 m^mm±^(Di%m^^^^4^^v>mmmm(pH7. 4) 
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[0018] *mw<Dm&&i&Mmmm<Dni®i£#~c3bZKRP-i97kte. mm^mviwjx 
m-mikMfemmx'hz, 4-(2-^/i^w^*vy/i')-2, 2-^y^jv^/v 
[ooi9] ^mfDm^AUMMcom^^tLx m^^tix^ ^KRP-i97n, iisx 

oxi>mtez>*K faxww^cDmmitkL.x, mo. oi-miomm%mmx&> 
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[0020] &mw^m\s^m&w.&mm<Df>\-mm&fflkft. ^mm^mmtvxm^th^ 
mm(* ] j~7*Wi, ^y*m, wjft, ^n^, ^-#y$K t-v^ 

\ T/^-/^(^^^l-40^L, J.-O^^(C7K^Sl-10f®^-r«> 

yr3— ;k ^^vo*— /K ^i/v^-zK D-y/^'yhm, "r^^^it-^^Ji 
y>I — /K y^>\ t°^<yh^ ^yt°^v, r^kVi^y, 7v^tV 

xmm-tz>^tfrx%z> 0 
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• [0021] ^mmmmtvxi^ mmmmmim, mmmm, mm. mm. 
[0022] mmmvkmm ftit^x t&j&tf, N-*^>v-2-\?nw^, L-y^h-/K y^ 

— /^M^^^/i^. TKy^^^^i/^yy^. y^-T-hy^A/Ky^v/^^i^^ 

^y/l^— ^/i^ /Ky^^v-^^u>'T/^/^—x/^(7^o^yn^'— /^) , 7jfy 
^-drv/^^-i/^y^drv-^PtV^T;^/^— 7VK zKy^ntfW^yn — ;V 
2000, ^y^v-^t^TKy^i/^n^^ 

y^v-y°ntVM30)^y=i— /-jfy^^^w^(i96)^y^-=ar^nt 0 l/>'(67) 
^y^'-vHSO , /jfy^-dr'>^^l/VT/^/^^— /W^— TVK^y^drv-^^UV/ 

->ifi6o, -t/^u^^/Ky^i/^y^— /k ^ey^ry^/Ky^^i^^y^ 

U-vy~y=i— ;W400, j^/— /K Tirhy, it^c^vK fL^^vK hyr-t?^>\ /n° 
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, y^a/NV— yWT^V, i^fyy-p^ V— /WT^ hU^*y— /l"T$>\ 2-T\/-2 
-y^l^l-T'WV— /K 2-T%y-2-^/U-l-zftJ^^—jU > N, N-v^ 

, /u^.^/ut/w=»— /i^ttT/u-^^-zK -o^/iyTA^*- ;K 7*$y—jv, 2— 

y>y— /k ^y-fey^, ii^7^3-^ (7!>y^7/w=-^, ^ry^p/v— -ry 

tvy^Dn- /i^E-y#:7V— KS-218K ^^otvy, ^-^y=i— ^nt" 

y^;vw^8t 7K§^^, 7^m. Bast. v>n, v^m&m 

K^hy^y-feyn\ /s-^PT^hy^ ra^^v^^f^nSo 

;l-400, -x'^ci=f'-/W4000, -7^P3- ;U600, -v^orf — /M500#) . -feh-v-yp^' 

— /nooo, y~y-try>\ ^^7!;^^^^-^ 3ph S«ki«t 
/M£i(^y^^r^/K *^Ty^?y^yK ^/K^^M-y^ptyK ^y^>- 
^M-yyptVK ^y^v^-y^K^vvK ^^gesy^^K ^'y-fey^i^ 
^.^t^k ^y^ry^yy-ty^ y/n^^^atttx^T/^), ^-y^yy^ 
^y^t-y^ ^/^y^tfy^^^L^y^t^K Ny^J-uMVi^y/i^y:/, 
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y>\ ^y^i/^^i/yy~/i/y^^;n— ztfy^y^i^Ggfbfc^i'^ 
(30)^'y=i— /i^, v^pn'^ ^6000, ^y^y^yA^/i^-y-y^— k it^f-jv 

, tKodrv^cztVi/ir^n— ^ ;i/t^n-7, *;^dri/^f ;Hr;I/ 

^byy.2^ !£tH-fe7i-n— jx.^//Mcr— ^Wi^ rfffcT^ ^u^-jS-^ 

y^y^^y^hy^ ^jy^^m-rw^ m^mtTkmrnmrn^-^ 
mm^ ir— ^Kift, ^—y?/y$k s^jft, -y-yyy— 

^•y-y», mi£±m, ^m^mm, ;*s>^>\ ^yoy, -y-y^ 
yny, s^b#K ^yyy>, ^mmmmhV^J-^w, tv\?t=£^ ry 

iyohvy^3-/n^7/K ^ib^hyA, mt^o^f/^^ y^ N ^^-y^ N # 
y=¥— ^#/i^-y^cry x i&^k^bT/!^~yAyvK y^g^y^yyAyvi^ 

yy^T^-yA N yv^wettSo 
[0024] mtMtvxn, 77>h-fy, r/^^Frft, yrv— zfm, -r^^m, 

^yyyy, ^^i/y »»/y^ ^Mn^hyyy-feyK, ^y^ry^yy-tr 
yy, 5y^^>-^yyy°atvi^ N £=fi*, ?L^-t??yK /-/i^?y-y/i-T5F\ /m^* 
^y-ry^u-y^A^s^tf^n^o 
[0025] ?ub£iJ£LTte, f^^i^, yyiry^i^^«^(^/^-wy^yy-feyy, $m 
i^/tw^^ytyy, ^-/*xryy^yyi?y>\ n^^^y^ryy-^yy 
•fey>\ i afWbS^y^ry^yy-fey^ hv^y^v-rvym^v^-^^^ 
>yy-ty/K ^-y^-w^yyiryy-y^-ix^^yyiry^-yntvyyy^— ^ 
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^u-cxy/i-fcVMjg^^ai^7 i ^(^yy/i'^<'-h20, tf?yy/v<— b40, ztfyy/u-^— 
h6o, AKyy/^—h65, sKyy/w*— hso, Jtfy^-y^^vy/^t-^^^e/y^U' 
K ^y^w^s&Ky^i^y/M^i^ hy^w^^Ky^^cn^i^y/utr 
^h^w^TKy^^^u-^y/ut'^h^) % -feh^o=f— /nooo, 

p=f— /1^20000, ■v^o=f—/U300, -^nrf— /1^400, ^y^-^ri/^i^lx^T/^/P 

7vk /Ky^drv-^^i/^-feh^xry/^— tvk ^y^v'^^i^^y/vtf^h?; 
yn^, Tjfy^v'^^i/^w/^— ^VHJyfifc^-hy*.^ sKy^^^u^fe 

^w^E&fbfc^yjfc. ^y"^^^i^v«E'ftt-r'>jft5, ^y^^^^-i/y^ftt 
^>iio, ^y^-=¥->'^^w^e!'fbt^v'tt2o, ^y^^^^i/^fj^t^v^o 
, aKy^^'^u^fbk^^fflso, #y^'>'3i^u^B!'fkt:-r^jfl6o, ^°y^-=¥ 

^u^^ry/u^— Tvpy^-st 7Ky^^^i-'^(i6o)^y^^ntv>-(3o) 
^yn— /k ^y^v-^L/XD^y^-df-^PhV^CDir^/^— ■tvk y^~ 

drv^^l^ ( 1 0) zKy^v-l/P tV^ (4) -fer^/l^n— vvK ^°y^dr S/m^uv (20 

)7Ky^-dr>'y > citv>'(4)ir^/^-x/i- > 7Ky^-^>^ l /^(2o)^y^^^°nt <> 

/i/, ^e/^ry^^^U'^yyn— y^, ^/^ry^zKy^^y'yri— /k ^ 
y^Ty^y°ptv^y~yn— /ix, ^^ry^^y^i/^yy^— /k ^ey^y 
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^i/^o^, ^^y^r^y^ t^o^, ^yvyy, ^yi7w/ % jiy^—^ 



^y— ^-^ 0 yy/^— YQom^^u^y^ ^^/—/U'^y^TVym^V^y^ 

^*feix y^vH?^/K N-^/nn-r/i^-L-yv^^^v^-^hy^A, Tyyya^f-y^ 
!7A, TK^b^y^A, zkiHb^hy^ *5^$^>\ »}S^Si/i/fy, 

[0026] mffiMt^xit. m*-\*. y^m, m^y^m, y^-ym-f-vw^ m&wt, => 
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y>mr.7km*rh»$j* x mwrn-fom-rhw^ m^ym^m-rbv^^ & 
&-y^wtt-hy>^ m^v^m^hv^\ yy-m^-rbv^^.y^j^m-rbv 

<Dm. L-T^—^m > /iyr^>\ *Myzf*'*;—)VT^y^ ^ 

[0027] m&mmi&mmtvxte, bvr±^(^v±v^bvr±'r-b) , yvy^b 

^•u^m, xM^-ift, L-y^h— ju s d-y^M^, y>-KA fcV^K^ T 

/wey^u— K ^y-fe-y/we-ytf-i^— k M-t^/K yy-fen— /i^E-y^^— k 
^ey^w— k yj^yy^y^u—b, y/Wfy^sx-u— Mgo, rJSLE&i?*.* 

<}«^7/U3- /HKW-W:^ 7i>y^Sfx sy^^Ife, ^-1-^7^3-^, 
^°y^>'^wX2)^-W/^— fvK ^^yy^^^y— /VT5:H\ -fy^ntvi^ 
[0028] tt*»J*fetttt»lf3fi^Ji:LTtt, RSSNo. l£=U^ 



7K-^L--r^i$*ffi-^^\ ryy^m*fi-^f*((yy)Ty<j/^-(y^)ryy/^^ 




fA(SBR) , iy^Tt'D^y-yy^j^, 
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M$t. ^yr^y^Tkig^u ^vr^v^m-f-bVv^ ^vr^j^mu^^. * 

% ^f;l.-fe^n- ^UzK^v^fv^-fc/PP— ^(CMC) n 
;Hr/VP-7,tM)!)A(CMCNa) , tK^v^^v^-fe/^n— ^ fcK 

p-7(HPMC) (tKndr^at°/l/^^/Hr/H3— ^2208, 

ir/vn— ^2906, tKn^f^nfcV^^/Hr/l-a— ^2910^) N ' -^n=f — ^400, 

^n=f~/l/6000, /Kytf^/l^T/^— MPVAh ^ytf^/l/t 0 nyK^(PVP) , T/V 

^-by^-Mgh @^5Sn^$|3g#: % TK^^Pni/^y-fey^m^/i. 

x ^nt°U^y=<— /K v^^/H^Kn^M^^ ^*y-fey>\ -^yhy 
, Tytf T^A, 77W ^^7vi^fA N ^-r/ucf^ mfcy/V^, 

, T^hyy, ^if-r^hy^^, nn>?^->- N hy#VK b^#vi^ aA^yy 

^m^vy^'T/^/^^^/^Tr^m^u^-^. ii^-o-vvk 4?y 
[oo29] ^#^jtLT«, ^^t>^N^wTyy^^^^ o y^-, \f^r^-vmmm 
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[0030] pimmwLi&fa#}bLXiZs?v±»>s*v#*h>&imifbtiz>a 

[oo3i] zbtezmaMthxiz* wx-&. mmm^y^ym •M*mBm&*v>. -< 

20, aKyy/w«— heo, #yy/w<— hso, ^y^^^i/^y/H^^^y^u-- 

^ifl^^^K^y^w^y^^ bv^-^ymy^^y, ^yyyyy 
i&y/nf*:^ wtwyKy^yf) > i a?Wb^y^xry>-^yi?y> 
, ^ey^ry^i/y-fery^, ^y^ry^y^t*^ jfctMBiffiifcM^vK 

a=f— y^n-x'^arf— /K y>Wti~bVpJ*7&y?tti/=z7-l>'>^V})/l'^*-7 L 

~7vK ^v^iy^uy^^-yuy^/u^.—T/^ 7$])tt-y^?-uytf})tt 
yya t°uy-yy (*Ky ^ 2o)#?y ^s^o tw(4o)i/y = — tv 

, 7Ky^i/^u^(i60)^y^v'^Dtv^(30)^y3— /k ^y^^^u:/ 
teo^y^^ypev^o^y^— % TKy^-^^^^-i^^y^-^^yntw 
rv'^fh7fv'/n-r^^ Tvi^^ry/w-zKy^^x/iyr/i^-- /w N TKy^-^-s/^ 
^w^ir^/v^— tvk ^V^t^y^=f-uy^-^/UT^y, -^V^-^-y^-^uyy/u^ 

/^(i^^^/g^^^/i^K ^yyy, N-^y/u-L-T/u^r^y^^/u^^T 

/V-DL-t 0 uyK>^/^V^±!S, N-=i=r^/i^- N-^/^T^y^J^/^ymi~hU 

y^ -t*y— /k ±h-^yv=?— /nooo, 7*y/^ifc^hyi7A;^jKMRtF/*fc 

fcKndf-i/T— y— ;>(BHA) N ^/^/UtKn^v-hA^^CBHT) % y/l^fcKndf^ 

^r^ru^y-s^ yr^— ju^^^m, i, a-y^u-Vi/y^— /k rtK^^ 
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^T^hjfc, raWm* sU^XJ/K ^y#*> trvy^r^fck ^/W 

f-y^giy^/K i/^&TAsfKK t'^vr-^m) •, mm i^mm 
, &mmm7£m^mm&KZf&-fz>*mmti,xi^ vm*. ^f&=*j»m, &f$=*j» 

[0034] ^B^^)*A*^)l§y^^^eSlRM^»Jtt> ^«^1:-^KRP-l 97 1, % 
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» [oo35] ^mmmmm^umM<ommj\m^m^i-^nmtmm^ti^ w 

« 

tfJJ^l^ ac^U'^t:*— /UT-fex— k jtfl^nfcV^ sKjJa^vK 

[oo36j sat, *mwia-z, mmKRP-i97Rxi^m&m^h^^mm^mnm^m 
^m^K>^m^m±^^o ua>u ztnb<D^mn, m^m, mm&, &mm 

[0038] tt#Jf >f^i«|Il!ioit{j:, feSKiUMmifiCSSWt^li*-^^, 
[0039] ^^M^^^^W^^^Lfc^^^^jf jcP^l|X$ixT^>Lfc^ 
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[oo4o] t^oT, ^mm\z.x.^tmm<om^mB.(om^^Mm^mm^x. mn^m 

[0041] *mWlZte\,^X, ^«KRP-197£te, KRP-197^^^-C#^-T^t 

xh<o, m^<mmm^ ^KRP-i97<D^m^ gw,^fzttyt^mwmxwL^£ti 
1\ *kmmf)m-xihz>^bxihz> 0 *fc ^mmx-hmm^m-r^t^, &m 
m^^^mm^titc^mxm^uwx^^tmj^v^. zxuzzv, 
®n^tevz>m&»%®.mmmti, mm^^^^mm^-r^t^x^ 
^fMKRP-i97(3, i&mmmm*, mo. oimm%&.±. B^L<i*mmm% 

[oo42] ^mm*<vftmMmm<D?ib*kmmtvxte, krp-i97^^?l, ^<dmm& 
^fiit^^ mo. oimm%u±t^h(oxihtimK^ti^\ 

mti, KRP-i97Sr^(c^#pu, m^m^m^itmiimt^m^^^^xh 

[0044] *^gWtd*5^T, ^M&l/#^^KRP-197<^2, KRP-1 97 (DmftWli&k 
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[0045] £fc, ^mm^^^^mmmKRP-i97Kn-r^mmmKRP-i97<D^mi:t 

A^mo^m^^^m^a^^mmmm\^m(D^mmmKRP-i97Amw l 
-tz><D-x:\ fcmmmzmkTzfeM^KRP-i97^m&m<P-^ m&»M&j£fc 

[0046] ^*3 V ^mnmKRP-197tL-X{-i, JI^StfXKRP-197, of^ B B B SKRP- 

[0047] *m^mmm&w.umM(Dm&^^^, krp-197 nmmm^MM^xm 

;l/(/PtVy^3-/i/f) , i7na*/V A^Lt^KRP-197^^f-^-a^|gt4^^i 

[0048] KRP-ig?^*^^^^^^^^, ^"'J^(i\ ^io-50°c-e^$^, 

[0049] $mm3icnim.^t^mm<DV^-y<-m'Dm^mM^mmmn, m^^x 
^KRP-i97t^mLtz^mm&m^mm%^&m^m^^n2m^±^m 
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[0050] v^—^-mm&m^mmcomm^w^m^-t^wm^ vf-y<-^m 

[oo5i] v^—s<-mmj%w.i&mfflcDmmiz.tei^T, KRP-i97nmmm^mM^xm 

[0052] ^mM(DMM(o^^mtvx^ 1 0 id]^fc(i2 Bfrt>7 a {z.immm^.xh 
&c 2 0 -70 (ci 0 (D^%m^xh&\< \ mmm. iktzte&mtemmtt-r 
ttmhibz> 0 tettnmz. m?Lim<Dm, m$k. mm. mm^-tm^mm^ 

[0053] ^mm<DMM\^$Ltl&KRP-197(D®:-$--Scte, imtbtcVmO. 01mg-^50m 
[0054] ^0^}CffiV^^^KRP-197(±, flgftt i?C<g\ 

!>, 1SttMiir^^'l±^0 (COPD : Chronic Obstructive Pulmonary Disease) % iSic 
ttfll^E^P (IBS: Irritable Bowel Syndrome) ^^^^t^/^fc^^^^^fffl 
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[0055] ^ISW^S^KtX^J^^^f*, KRP-197»3L|fi^iX-f , A^O^^rC 

+ ) - (R) -2-[ a -[2- (^y^atv^T^y) ^/^] ^y/^l/]-p-^ i^y— /U?g 
^/W7^v'^((S)-l-[2-(2, 3— ^tKci-S-^:^^^^/^)^/^] 

-(is, 3'R)-^^y^>-3'— ^7x= /v-i, 2, 3, 

2-#/l^>v^— b=*^mi&) s ^^=3r^y ^-^v(4-^^/i^T^y-2-y^= 

^(±)-a-^n^^/l^-a-^— — N&^^) , j^y°nt°-<y;/ (1 
filfrn^yl (±)-N-t-7"^;U-l-^/\/- 3, 3-V"7 ^/Vfxi\fjVTV^mM 

m . Ri^mm^y^^—h(2-^^v^y^^-3-^ju-4-^y-2-7^ 

[0056] ^mm<DKRP-i97&^®f&ftk^x^^%m&m&mmk^x, mmvtiu 

^L.MMRmmn^mK^-xim^th^m^^mmt^^mmLxm 
m-tz>z.kfrxzz> a 
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mb])^V±Vb\ •7v\?u^->fV^-/v^;D-7u-Y, ?v^b>-, >\<TVs^ b]) 
^J—jVTVy, V^ZJ—jVTVs^ N-^/l'tfnyKVs L-^b— ^&mf htl 

[0058] j^t, mMMttmtfx, m^mm^mmKmm-r^K ^mm^mmn^n^ 
[oo59] BMmmmm&w&mmzmttmMmttzxTi-u^ v-*?-;<~mmfcw.i\x 

i 

[0060] KRP-197 0. lM*$P^U ^nn^/l/A37. 5fi4gP^^?Lfc#, 7Sf-\sls 
-^yy^U>-^U^uy?&m&fo(ffi&% TKRATON D1107CUJ , 

favi/^Kv-sV KE-311j,mJIKb^X^(«)M)4. 95^ 

PMbfc|£*ji^, ^«F#:(i^p 0 p^r3M Scotchpak 9742 Release Linerjtf) 

JftU )te*®^*iJil^-^^- (j^R a p^ T3M Scotchpak 9742 Release LinerjO 

mmm 2 

[0061] KRP-197 0. lMAgp^U ^au/jvl/^37. 5m*^^#?Lfc^ X&lsls 

-^y/fwy-^fi-yyD^^^l^^Cip^^ ikraton dho7cuj , 

fep-^yx^r^ KE-311j,mjlK^X|il(^)M)5. 05«4g5^y^V^-r 
/c 0 il$^L/c^ji^, ^^f*(j^p p p^r3M Scotchpak 9742 Release Linerj 
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\mm^m^-7zfcm^t^-*-^T7))*-2-*m^xmmLtL 0 mm. 

U I6*®£f^7^~(i£jn p p£ T3M Scotchpak 9742 Release Liner j(DZ7 

vm#v-*-m, m^v-^mm)xm^\ s-tso. imm, mm^m. im g 
mmm 3 

[0062] KRP-197 0. lMgB^U ^cmzJvW^. 5ligCI^)| Ut'&^ X^U^ 

-^yzf^-u^-^ui^y^^^m^W-iM^ tkraton diio7CUj % ?u 

^h^])-^-^<>(W)M) 3. 95«gi$. mwk&vi»'^^(ffi&% mm 

KE-311J, &Ut^T.m(W)m)4. 95fiftgG& 
ffc(Fgjq p n£ T3M Scotchpak 9742 Release Liner }(D7$})=c^ /Is ffi, fe^CXD 

HLtc-<~^-^:Tyv^—^—^m^^xmmvti 0 muxmis^m^mLtcn, 
&m&m6o o cicnj£i,ti&.mmftx\ ^ms^m^mu %m^zm&& ^ 

M Scotchpak 9742 Release LinerJ (D^-y^^y-^— ffi, fi^I^y — ^MW) 
M)Xm^\ mtSO. 1mm, ^#3-^^*0. lmg/cm 2 (D^#]^JgMS£Pj^»IJ 

[0063] KRP-197 0. lffia^lUC^fU ^nn/tvl^37. 5fi4^|5tc:^?bfc^^ 
-jy7^U^-^U^7-'uy?&m&i$Wi™%rKRATON D1107CUJ, 

uiy^^T/V KE-311J, 1fL)\\ik^TM(mm)4. 9ffi*£lk ^sMVUfi 

^^^(^p p n^ T3M Scotchpak 9742 Release LinerJ (D/tfy^T- 
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?:(4 B p^, T3M Scotchpak 9742 Release Liner i<Dyy$^7$})-?— 3o\ 

y~acA(*fc)§5t)-eiSv\J¥- " t 

$0. 1mm, Hi^^iO. lmg/cm 2 <Z>tt3|r*LJBSf^Ki|X»[^JSr#^o 
HJfeFlJ 5 

[0064] KRP-197^tts:^(i> KRP-197 0. 2M*pfB(c:^fb, L-^Vh— JUO. OSJlJrgH 
, /K99. 5)-7K^(^Jtl:l. 3)9. 75fi*$PSrJ!)Px.^«(L^iSb^o 

3($c)M)£fflV^C 0 

6 

[0065] KRP-197 0. 2M*gPt-^L > L-p^h— /K). 05fi4§|5, HPMC 0. 2fi* 
cn^y— /K99. 5)-7K^(^J:bl:l. 3)9. 75m*$P^P^t^b^O^ 

yif-/^rt^iu rtL^^^-e^cmp^p^ rn^^^pTPj, u-r^m) 

o 

[0066] KRP-197 0. 2fi*^fw^U «^ 1 V^-v'-|'^>-0. 1**^^9. 7M* 
^^P^^i5cL,KRP-197^^^J»^ii'ffil¥ffiffl^;W^#fc 0 

[0067] <^Mi>(in vitro&mmmmm) 

itt-s7^7-7MM229. 7-328. lg^MSMfctil&^&J*^ $t3^tfc-i? 
MmmifcWtmm-.O. 95cm 2 , ir^^:2. 5mL)^*L/t 0 ^Jfe^!jl-4(D^* 

tc c ^nmm^mo. 95cm 2 tvtz. 0 ■mnmsi&msih) ^i-j;?^ m wm\n±^ 
^KRP-i97^tic^^Att, mnmmw%&fe<Dft%m^mmmmummx*m 
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H7. 4)&iifflUc: 0 mmmzM&mm±^(Di o mm^^^y^mv^mm 

»(pH7. 4)(D— nZUfrU HPLCfe-e^jgbfcKRP-197l:^»iJ^b^ 0 Wife 
[0068] [^1] 



m i 







g (/ig/hour/cm 2 ) 


JUffiW l 




2 . 7 6 


Hi&fc0>J 2 




1 . 4 8 


3?ffi0»J 3 




1 . 9 0 


UliSW 4 




1 . 3 0 


mmm 5 




6 . 9 1 


i:t^^J 1 




0 . 5 8 



[0069] mi<Dl&m*b, lkT<DmMmiZte\,^XKRP-l97<Di&\,^m&^fettt®imi) 

mmtl,X. L-p<Vh-/K /I- (99. 5)&l^k£-fflV\ ifefl^olftll 

[0070] <f£ifc#ij2>(in vivoj£jffiMt*lfc) 

fflzVk^ TL/^^^Ki*ffi202. 9—252. 3g)<D0^^«^^yy dJ^Jl&^Lfco 

^Ifa^ff V\ lfli?ff^^L/c 0 KRP-1 97 (D 5km "Pm^M^, LC-MS/MS& 

[0071] m^bmb^x^, nmm<D'&mMmmt&fcw^mfflRxfmmm<Dv 
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[0072] < t*i^j3 > (Draizejfet^ £Z>J&ffi-mmVk<DWffi) 

M&W-*r(fom2. 90-2. 96kg)£fflV>fc 0 mMWlRmmt<Dffi 8(24$%?$ 

'^ftm&m-vmfeLito %&wmmte48mmtu mmmm (omm)*^ 24 s 48 

^M^*T'O^j|f^^li^2(^-rDraize(DMS!p{^oTfPffiL/c 0 
[0073] [*2] 



« 2 


a. %LmRxfm& 


L 




0 






1 






2 






3 






4 


b. s$ai 






0 






1 






2 






3 


SfiV^ffl ( 1 mm^lWi •? Jttf* 9 „ 




4 



[0074] ®ft&mk&MBzm<DW&&&ftU ^co^ffSreTffloT, &j*-&JWaM9iJt 

[0075] [*3] 



3 















o 


2 4 B# Pfl 


4 8 &fm 








1 . 3 3 


1 


0 . 6 7 


0.89 






3 


1 


0 . 3 3 


Xlfcffl 6 




1 


1 


1 


1.06 


Bt*M*4fe 






1 . 3 3 


1 


1 
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[0076] m3frhwbfrte&\^ mmmi<D^m^mmm^m^mMtmmme(Dv^- 

[0077] ^mWl^Xtllt, &Jt^c»JtiH4C>{&^KRP-197£r N BLmfrbWmftJ)^®) 
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o 

[2] J±xZV^mfc#iin.mt)K 4-(2-y^-i-^^Vy/W-2, 2-i>y^=-/v-?=?- 

^T^\ ( + )-(R)-2-[ a-[2-(v J -ry7 P PtVl-T^/)m^/W]-<>'y^]-p-^ 
l/V'—sum^miM., (S)-l-[2-(2, 3-^tKD-5-^y/77=^)xf ;^- a , 
a-^^^w-S-b-ny^T-fehT^K^TK*^, ( + )-(lS, 3'R)-*cX?V 
^-3'-^V-7x^V-l, 2, 3, 4-^h7tKn-fy^-y];^-2-^/^^v'^— h=i 
^J^, 4-^^-/WT^y-2-^^=-/i^ ( ± )- a ->7D^^^;W a —Va^A"? 
!)3W-Mig N l-y^vt-— 4-t°^yv ? /l— a, a-^y^^/l^ a -n-y°n7}f^f^ 

fiil^ t>*2-t°-<y ^y^^/i— 3-p<^yi— 4-^-dfy-2-^ 3 i^^-4H-i-^^y r 
[3] ^zv^mikfttfiMtiK 4-(2-y^-i— r^yvy/w-2, 2—y^^^/vy^ 

/PT$K-Trfc^ff*^2^«E«ccDM^Jo 

C5] mm^mmmmmm^Mi-^mm -m^mx^m^m^mm^mM. 

[e] ^^7)5fl£^jT*sf»*3Si ^mm^MM. 

[7] tt«¥il^*fcfiyif-/^-^^P^ijXM^J^fcSf**3S6(C|B^(Z)^J 0 

[8] ^Hf^<D4-(2-y^/I--l-^5yyy/l-)-2, 2.-*y7^~)V7^)VT^Y(D3+?t^i 

[9] ^^M^t>^^fMo4-(2-y^/w-i— r^yy^)-2, 2-i>y^Ay^;v 
[io] ^ffl^jsw, ^^i^m^j, mmrmm, mm. wmm, m& 
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[12] 4-(2-^f;i-i-^^/!);v)-2 1 2-i^y^^^ /ur^t^mm&Mm^ 

m^2n^±.^m^t>^^tk^mm^td^mm:^^mmt, 3cn& 

[13] 4-(2-^^^-l-^?yV^^)-2, 2-^zn^^^^T^K^^ffl^J^J^ 

[14] ^mmmmtK ^m^^it^m, mm^m^it^m, mmm. mmm^ 
*tvk mmm^m^ mm^^m. r^—^m, T/^^mt^Rn^ 
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